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DETAILED ACTION 

A request for continued examination under 37 CFR 1.114, including 
the fee set forth in 37 CFR 1.17(e), was filed in this application 
after final rejection. Since this application is eligible for 
5 continued examination under 37 CFR 1.114, and the fee set forth in 37 
CFR 1.17(e) has been timely paid, the finality of the previous Office 
action has been withdrawn pursuant to 37 CFR 1.114. Applicant's 
submission filed on 6/20/06 has been entered. 

The submission presented an Information Disclosure Statement, and 
10 did not amend the claims finally rejected in the previous office 
action of 6/9/06. 

Claims examined on the merits are 1-48, which are all claims in 
the application. 

The text of those sections of Title 35, U.S. Code not included in 
15 this action can be found in a prior Office action. 

Claim Rejections - 35 USC § 112 
Claims 1-48 are rejected under 35 U.S.C. 112, first paragraph, as 
failing to comply with the written description requirement. The 
claim (s) contains subject matter, which was not described in the 
2 0 specification in such a way as to reasonably convey to one skilled in 
the relevant art that the inventor(s), at the time the application was 
filed, had possession of the claimed invention. 

Description is not found in the specification of the protein or 
peptide being "ionically immobilized, but not conjugated" as required 
25 in claims 1 and 12. If ionically immobilized, the protein or peptide 
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is attached to the surface, and is inherently conjugated to the 
surface when conjugated is given its normal and accepted meaning. 

Claim Rejections - 35 VSC § 112 
Claims 1-48 are rejected under 35 U.S.C. 112, second paragraph, 
as being indefinite for failing to particularly point out and 
distinctly claim the subject matter which applicant regards as the 
invention. 

The claims are unclear as to how the protein or peptide can be 
ionically immobilized, but not conjugated, on the surface. 
Description is not found in the specification of the protein or 
peptide being ionically immobilized on the surface, and at the same 
time not being conjugated to the surface. The term "conjugated" when 
given its normal and accepted usage means attached to the surface. 
Ionically immobilizing on the surface attaches the protein or peptide 
to the surface, and how this attaching to the surface can occur 
without being "conjugated" is not understood. 

The claims are confusing and unclear as to the relationship of 
the core to the microparticle. The portion of the microparticle that 
is the core and not the core is unclear. Additionally, it is unclear 
how a core can have a surface as in line 6 of claim 1 and be comprised 
by a microparticle. 

Claim 12 is confusing and redundant by requiring the 
microparticle of claim 1, and then again repeating what the 
microparticle comprises. Additionally, the description of the 
microparticle in claim 12 is different from that in claim 1. It is 
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suggested that claim 12 be amended by changing the comma at the end of 
line 3 to a period, and cancel all of the claim following the period. 

Claim 1 in confusing and unclear by not having clear antecedent 
basis for "the therapeutic" in the third line from the last line. The 
claim has not previously required the protein or peptide to be 
therapeutic . 

Response to Arguments 

A response of 3/20/06 urged that the specification discloses that 
"polymer core" is another way of referring to microparticles . If the 
microparticle and the core are the same, a microparticle cannot 
comprise a core. Using two different terms in a claim to set forth 
the same component confuses and beclouds the metes and bounds of the 
invention claimed. It is suggested claim 1 be amended by canceling 
"core" in lines 2 and 6, canceling ", but not conjugated," in line 4, 

after "surface" in line 4, insert of said microparticle, and said 

surface comprising crevices, , cancel lines 5-8, and in the third 

line from the last line cancel "therapeutic". Any dependent claim 
should be amended to be consistent with these amendments to claim 1, 
if required. 

Claim Rejections - 35 USC § 103 

Claims 1-11, 22, 23, 26-33 and 47 rejected under 35 U.S.C. 103(a) 
as being unpatentable over Shalaby et al (5,672,659) or Ignatious et 
al (WO 97/39738) in view of Shalaby (5,612,052) and Chesterfield et al 
(5,366,756) . 
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The claims are drawn to a microparticle comprising an absorbable 
heterochain polymer core and one or more peptides and/or proteins 
ionically immobilized, but not conjugated, on the surface, and 
crevices formed on the surface. The protein or peptide is released 
5 over an extended period of time in a patient. 

Shalaby et al ('659) and Ignatious et al disclose a composition 
containing a carboxyl group- containing polymer that can be a 
heterochain polymer ionically conjugated (col 2, line 65 of Shalaby et 
al and page 1, line 23 of Ignatious et al) with a bioactive 
10 polypeptide or a drug that is a polypeptide. The conjugate may be 
formed into microparticles . The conjugate is formed by combining a 
solution of the polymer with a solution of the polypeptide. See cols 
2 and 3 of Shalaby et al and pages 4-9 of Ignatious et al . The 
polypeptide undergoes sustained release in a patient (Shalaby et al, 
15 col 1, lines 12-13) . 

Shalaby et al (*052) discloses coating microparticles with a drug 
to provide controlled release of the drug (col 7, lines 30-33) . 

Chesterfield et al disclose polymer particles coated with a 
tissue growth promoter and if desired a therapeutic agent for 
20 implanting to repair tissue (cols 1-3) . 

The present invention differs from Shalaby et al (*659) and 
Ignatious et al in that in the claims the protein or peptide is 
immobilized, but not conjugated, on the microparticle surface having 
crevices, whereas Shalaby et al and Ignatious et al form the conjugate 
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by combining solutions of the polymer and polypeptide, and forming a 
microparticle containing the polypeptide. 

It would have been obvious to form the polymer of Shalaby et al 
('659) or Ignatious et al into a microparticle prior to conjugating 
5 with the polypeptide or protein as suggested by Shalaby et al ('052) 
and Chesterfield et al forming a polymer -microparticle and 
immobilizing a drug and/or growth promoter on the microparticle. 
Forming the microparticle before binding the polypeptide would have 
been expected to provide the polypeptide on the surface of the 

10 microparticle and make it more readily available. Microparticles 

formed as disclosed by Shalaby et al ('659) or Ignatious et al will 
inherently have some crevices on the surface since present 
specification discloses no conditions needed to form crevices when 
forming the microparticles. The protein or peptide not being 

15 conjugated to the surface as required in the claims is merely a matter 
of individual interpretation of how immobilizing occurs. When 
obviously immobilizing the polypeptide of Shalaby et al ('659) or 
Ignatious et al on the surface of microparticles rather than in 
microparticles, it would have been obvious to ionically immobilize the 

20 polypeptide to the surface since Shalaby et al ('659) and Ignatious et 
al ionically attach the polypeptide to the polymer. The conditions of 
dependent claims are disclosed by the references, or would have been 
obvious from conditions disclosed by the references. 
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Response to Arguments 

The response of 3/2 0/06 urged that the polypeptide being 
ionically conjugated to the polymer as disclosed by Shalaby et al 
(^659) or Ignatious et al is inconsistent with complexes of the 
instant application. However, when ionically immobilized, the protein 
or peptide of the claims is immobilized in the same way as when 
obviously immobilizing the polypeptide of Shalaby et al ( x 659) or 
Ignatious et al on a microparticle surface as set forth above. 
Requiring ionic immobilization to not be conjugating is a coined 
definition of immobilizing that has no basis in the present 
specification. Shalaby et al ( x 659) and Ignatious et al are using the 
term "conjugate" merely to denote that the polypeptide is attached to 
the polymer. Conjugated is apparently being used in the claims in a 
way contrary to this normal usage. The present specification nowhere 
describes how the protein or peptide can be ionically immobilized on 
the surface of the microparticle, and at the same time not be attached 
to the surface. 

The response urged that microparticles of the present invention 
are formed in a heterogeneous system and do not result in a homogenous 
ionic species as in Shalaby et al ('659) or Ignatious et al. However, 
the claims do not require a heterogeneous system other than a 
heterochain polymer. Shalaby et al ( A 659) and Ignatious et al 
disclose a heterochain polymer. 
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Claim Rejections - 35 USC § 103 

Claims 12-21, 24, 25, 34-46 and 48 are rejected under 35 
U.S.C. 103(a) as being unpatentable over the references as applied to 
claims 1-11, 22, 23, 26-33 and 47 above, and further in view of Auer 
5 et al (WO 92/11844) and Demian et al (5,795,922). 

The claims require the bound microparticle containing the 
immobilized protein or polypeptide to be encased. 

Auer et al disclose forming a complex of a protein pharmaceutical 
agent and a polycationic reagent, and encapsulating the complex in a 
10 microsphere (pages 4-9) to provide sustained release of the protein. 

Demian et al disclose microencapsulating radiopacif ier particles 
to prevent agglomerating (col 3) . 

When modifying Shalaby et al ('659) or Ignatious et al by forming 
the polymer into a microparticle before binding the polypeptide as set 
15 form above, it would have been obvious to encapsulate the polypeptide- 
containing microparticle as suggested Auer et al to provide sustained 
release and as suggested by Demian et al to prevent agglomerating. 

Response to Argument 3 
The response urged that the present claims are dependent on 
20 claims that are unobvious. However, for reasons set forth above, the 
claims on which the present claims depend are still considered 
obvious . 

Conclusion 

All claims are drawn to the same invention claimed in the 
25 application prior to the entry of the submission under 37 CFR 1.114 
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and could have been finally rejected on the grounds and art of record 
in the next Office action if they had been entered in the application 
prior to entry under 37 CFR 1.114. Accordingly, THIS ACTION IS MADE 
FINAL even though it is a first action after the filing of a request 
5 for continued examination and the submission under 37 CFR 1.114. See 
MPEP § 706.07(b). Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is 
set to expire THREE MONTHS from the mailing date of this action. In 

10 the event a first reply is filed within TWO MONTHS of the mailing date 
of this final action and the advisory action is not mailed until after 
the end of the THREE -MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action 
is mailed, and any extension fee pursuant to 37 CFR 1.136(a) will be 

15 calculated from the mailing date of the advisory action. In no event, 
however, will the statutory period for reply expire later than SIX 
MONTHS from the mailing date of this final action. 

Any inquiry concerning this communication or earlier 
communications from the examiner should be directed to David M. Naff 

20 whose telephone number is 571-272-0920. The examiner can normally be 
reached on Monday- Friday 9:30-6:00. 

If attempts to reach the examiner by telephone are unsuccessful, 
the examiner's supervisor, Mike Wityshyn can be reached on 571-272- 
0926. The fax phone number for the organization where this 

25 application or proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be 
obtained from the Patent Application Information Retrieval (PAIR) 
system. Status information for published applications may be obtained 
from either Private PAIR or Public PAIR. Status information for 
unpublished applications is available through Private PAIR only. For 
more information about the PAIR system, see http: //pair- 
direct .uspto.gov. Should you have questions on access to the Private 
PAIR system, contact the Electronic Business Center (EBC) at 866-217- 



9197 (toll-free) . 
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